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DISCLAIMERS 

Neither the United States Government, nor any agency 
thereof, nor any of their contractors, subcontractors or 
employees make any warranty, expressed or implied, 
including any warranty of marketability of fitness for a 
particular purpose? nor assumes any legal liability or 
responsibility for any party's use, or the results of 
such, of the data- 
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There is a new number to call for APS helps 557-7000. 
The Client Support staff at this number will handle 
all APS related questions. Current hours are 6s 30 am 
to 8s 08 pm Monday through Friday and 7s 30 am to 3s 30 
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1.. A method of selectively inhibiting in vivo synthesis of one or more 
s p e c :i. f i c t a r g e t e d p r o t e i n s w i t h o u t s u b s t a n t i a 1 1 y i n h i b i t i n g t h e s y n t h e s i s 
of non-targeted proteins, comprising the steps of:; 

synthesizing an al i godeoxyr i bonucleotide having a nucleotide sequence 
substantially complementary to at least a portion of the base sequence 
of messenger ribonucleic acid coding for said targeted protein, 

at least a portion of said ol i godeoxyr i bonucleotide being in the form of 
a phosphotr iester to limit degradation in vivo; 

introducing said stable ol i godeoxyr i bonucleotide into a cell; and 

h y hr i d i z i n g sa i d s ta b 1 e o 1 i g od eo x y r i bonuc 1 eot i d e w i th sa i d base seq uence 
of said messenger ribonnueleic acid coding for said targeted protein, 
whereby translation of said base sequence is substantially blocked and 
synthesis of said targeted protein is inhibited* 

CLMS (2) 



2., The method of claim 1, wherein said ol i godeoxyr i bonucleotide 
comprises at least 14 nucleotides- 

CLMS < 3) 

3 M T h e m e t hod of e 1 aim 1 , w h e r e i n s a i d o 1 i g o d e o x y r 1 b o n u c 1 e o t i d e 
c o m p r i s e s a b o u t 2 3 n u c 1 e o t i d e s M 

CLUB (4) 

4« The method of claim 1, wherein said targeted protein is follicle 
stimulating hormone, which has an alpha chain and a beta chain- 

CLMS (5) 



CD 

m 

CO 

I 



r— 

m 



o 
O 

■< 



5* The method of claim 4, wherein the ol i godeoxyri bonucleotide comprises 

the nucleotide sequence from 5 9 to 3 9 of GTGTAGCAGTAR U sub. 1 CCR.sub-2 
GCGCACCA, and wherein R.sub.l is G or T and R.sub. 2 is G or T» 

CLMS (6> 

6,. The method of claim 1, wherein said hybridization occurs at about 
37 » degree- C« 

CLMS (7) 

In The method of claim 1, wherein said ol i godeoxyr i bonucleotide is 

formed through d iester bond ing „ 
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8* A method of controlling the infection of a host organism by a foreign 
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steps of s 

acid , 



vital to the* foreign organism's viability, comprising the 
determining the base sequence of the foreign organism's nucleic 

said base sequence coding for at least a portion of said protein vital 

to the foreign organism's viability; 
synthesizing an oligodeoxyribonucleotide the order of nucleotides being 

substantially complementary to a portion of the foreign organism's 

messenger ribonucleic acid coding for said protein vital to said 

foreign organism' s viabi 1 ity , 
at least a portion of said ol i godeoxyr i bonucleotide being in the form of 

a phosphotr iester to inhibit degradation in vivo? 
int roducing said ol i godeoxyr i bonucleotide* 

or gem i sm 5 and 
hybrid i z ing said ol i godeoxyr i bonucleotide 

foreign organism' s messenger ribonucleic 

block translation of said foreign organism's messenger ribonucleic acid 
coding for said protein, thereby inhibiting synthesis of said protein 
vital to the viability of the foreign organism. 



into the cells of said host 



with 
acid 



said portion of the 
so as to substantially 



CLMS < 9) 

9. The method of claim 8 further comprising the step of s 
determining the order of the base sequence of said organism's nucleic 
ac i d pr i or to sy nth es i zing th e o 1 i g od eo x y r i bonuc 1 eot i d e « 

CLMS (10) 



;l.0„ The method of claim 8 further comprising the step of s 
cross-hybrid i zing the ol i godeoxyr i bonucleotide against messenger 
ribonucleic acid from at least one species different from said foreign 
organism and selecting that fraction of the ol i godeoxyr i bonucleotide 
which does not so hybridize so as to increase the specificity of the 
selected ol i godeoxyr i bonucleotide against said foreign organism- 

CLMS (11) 

11- The method of claim 18, wherein said cross-hybridization is 
performed against messenger ribonucleic acid from said host organism. 

CLMS (12) 

The method of claim 10, wherein the selected 
ol i godeoxyr i bonucleotide substantial ly hybrid i zes only with a messenger 
ribonucleic acid unique to said foreign organism. 

CLMS < 13) 
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13. A genetically engineered therapeutic process which inhibits 
synthesis of one or more targeted proteins within the cells of an 
organism without substantially inhibiting synthesis of no n - 1 a r g e t e d 
proteins, comprising the steps of 5 
determining the base sequence of the messenger ribonucleic acid coding 

for the targeted protein 5 
synthesi zing an ol i godeoxyri bonucleotide having a nucleotide sequence 
substantially complementary to the region of the messenger 'ribonucleic 
a c i cl c o cl i n g f o r s a i d t a r g e t e d p r o t e i n , 
at least a portion of said oli godeoxyri bonucleot ide being in the form of 

a phosphotr iester to inhibit degradation in vivoi; 
introducing said oligodeoxyribonucleotide into the cells of said 
organism? avid 

hybridizing said oligodeoxyribonucleotide with said base sequence of 
said messenger ribonucleic acid coding for said targeted protein, 
whereby translation of said base sequence is substantially blocked and 
synthesis of said tar gete^i^orotein is inhibited. 



CLMS (14) 



:L 4 « f\ met h od o f cl e ve 1 o pi n g ^) 1 i g od eo x y r i bonuc 1 eo t i d e th e*r a petit i c a g ents 
for use in vivo inhibition the synthesis of one or ^^e targeted 
proteins in a cell without substantial ly inhibiting thSRynthesis of 

non-targeted proteins, comprising the steps ofs 
determining the base sequence of an organism's messenger ribonucleic 

acid, said base sequence coding for at least a portion of said pro to? in 

t a r g e t e cl f o r i n h i b i t ion; 
synthesi z ing an ol i godeoxyri bonucleotide, the nucleotide sequence of 

which is substantially complementary to at least a portion of said base 

seq uence, 

at least a portion of said ol i godeoxyri bonucleotide being in the form of 
a ph os photri ester in order to limit degradation in vivo, whereby said 
ol i godeoxyri bonucleotide may be introduced into the cells of said 
organism for hybridization with said messenger ribonucleic acid base 
\ sequence coding for at least a portion of said protein targeted for 
■*l inhibition so as to substantially block translation of said base 
/ sequence and inhibit synthesis of said targeted protein; 
/ cross hybridizing said ol i godeoxyr i bonucleotide against messenger 
/ ribonucleic acid from at least one species different from said 
' organism; and 

selecting that fraction of the ol i gor i -bonucleotide which does not so 
hybridize so as to increase the specificity of the selected 
ol i godeoxyri bonucleotide to messenger ribonucleic acid unique to said 
or ganism* 
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